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JONES PHARMA INCORPORATED
1945 Craig Road, PO. Box 46903

St. Louis, Missouri 63146

314 576-6100 Fax 314 469-5749
www.jmedpharma.com

December 22, 1999

Dr. Solomon Sobel, Director

Center for Drugs Evaluation and Research

Division of Metabolic and Endocrine Drug Products (HFD-510)

Document Control Room 14B-19 _
Food and Drug Administration

5600 Fishers Lane

Rockville, MD /20857

RE: Levothyroxine Sodium: Request for a Pre-NDA Meeting Under FDAMA

Dear Dr. Sobel:

On November 22, 1999 we submitted a letter requesting a Pre-NDA meeting with you and your
staff regarding the Center for Drug Evaluation and Research’s (CDER) current positions
regarding the submission of New Drug Applications (NDA) for levothyroxine sodium tablets.
After a discussion with Mr. Steve McCort regarding our request he suggested that we resubmit
our request including the specific issues that we want to discuss with the Agency.

Specifically we would like to discuss the two draft guidances: “In Vivo Pharmacokinetics and
Bioavailability Studies and In Vitro Dissolution Testing for Levothyroxine Sodium Tablets”
(hereby referred to as the June 1999 draft guidance) and “Draft Guidance — Procedural
Levothyroxine Sodium Questions and Answers” (hereby referred to as the August 1999 draft
guidance).

On the attached pages we are submitting a proposed agenda covering the specific points that
need clarification. Following these specific points we are including relevant background
information including comments submitted to the Agency on the draft guidance policies by Jones
and other levothyroxine manufacturers.

We feel this meeting is imperative in view of the time and resources Jones is dedicating to this
project. We are at a point in our development where it is essential for Jones to ascertain the
Agency’splans to evaluate the industry comments to the above referenced draft guidances and to
discuss with the Agency the dramatic effects that any changes to the published draft guidance
documents will have on the companies involved in the NDA preparation process.




In order to commit the necessary time and resources to complete this project, we feel that all the
issues presented in the meeting agenda require clarification and closure. Finally, the rationale
and justification for extending the August 14, 2000 deadline for NDA approval must be
discussed.

We would like to have this meeting in early January 2000 and are requesting an approximate
ninety minute meeting. We feel it is relevant to have at this meeting personnel from the agency
who are responsible for determining FDA policy. This would include Jane Axelrad, Esq.,
Director, CDER’s Office of Policy as well as the pertinent CDER personnel. We would
anticipate that the undersigned, Nancy Cafmeyer, of our Regulatory Affairs office, Elaine
Strauss, of our Quality Assurance/Quality Control department and David F. Weeda, our outside
FDA counsel, will attend this meeting from Jones.

Please call me at your earliest convenience, so that we can quickly agree on the date for this
meeting. We appreciate you time, consideration and understanding.

Sincerely,

G. Andrew Franz
Chief Operating Officer

cc:  Jane Axelrad, Esq.
Steve McCort

Attachments
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Agenda for Pre-NDA Meeting

Point 1: '

In the June 1999 draft guidance the protocol for the required bioavailability studies was
presented. Since this was a draft guidance there was a comment period during which companies
could submit their concerns regarding the protocol. Due to criticism in the design of the studies,
we are concerned that the requirements for the bioavailability studies could be modified and
therefore jeopardize the validity of our study results. See Attachment 1 and Attachment 2 which
are letters sent to the Agency by Knoll Pharmaceutical Company and Elliot G. Levy, M.D.
respectively, commenting on the June 1999 draft guidance.

Is the Agency considering modifying the requirements for the bioavailability studies for
levothyroxine sodium and what assurances could the agency give to Jones that the data generated
from studies conducted with the current protocol will not be rendered invalid in the future?

For the remainder of the Agenda Points, please refer to comments to the August 1999 draft
guidance submitted by Jones (Attachment 3); Forest Laboratories (Attachment 4) and
Knoll Pharmaceutical Company (Attachment 5).

Point 2:

In the August 1999 draft guidance the agency stated, “Any levothyroxine sodium product
marketed on or after August 14, 2000, without an approved NDA will continue to be considered
an unapproved new drug and will be subject to enforcement action.”

Official policy regarding requirements for conducting the necessary biostudies and for
preparation of the NDA was not disseminated by the Agency for at least two years from the date
of the onginal Federal Register Notice in August 1997. Even then the policies were published as
draft guidances, subject to public comment and possible revision, and not final policy.

Since the guidances were published as draft documents by very nature their content could be
changed as a result of comments and further evaluation by the Agency. Until the draft guidance
documents become final there does not exist accurate, consistent policy for all manufacturers of
levothyroxine sodium products to equally follow.

Because of the Agency’s failure to finalize accurate, timely guidance to all interested parties, it
must reevaluate the feasibility and reality that any company can comply with the August 14,
2000 deadline.

We propose that a new deadline be established for NDA approval. This deadline should be at
least three years from the date the levothyroxine guidance document becomes final. If the
August 1999 draft guidance becomes final in November 1999 then the deadline for submission
should be November 2002 at the earliest. (Also refer to Points 3 and 8.)




Point 3:

On December 15, 1997 Knoll Pharmaceutical Company filed a Citizen’s Petition with FDA to
issue an order declaring that Synthroid is generally recognized as safe and effective for the
treatment of hypothyroidism and therefore not subject to regulation as a “new drug”. To date the
Agency has not ruled on Knoll’s Citizen’s Petition. When the Agency does announce its ruling,
the decision set forth will have major implications that relate to all other levothyroxine sodium
tablet manufacturers.

Due to the magnitude and importance of that decision, the current August 14, 2000 timetable for
NDA approval is not justified. The Agency must delay the NDA deadline until the later of the
following: (1) FDA rules on the Knoll Citizen’s Petition; or (2) three years after the date of a
final guidance document. (See Point 8.)

Point 4:

In the August 1999 draft guidance the Agency stated, “FDA will review all 505(b)2)
applications for levothyroxine sodium products filed before the first NDA for levothyroxine
sodium products is approved. Afier the first NDA for levothyroxine sodium is approved, FDA
may refuse to file any 505(b)(2) application for a drug product that is a duplicate of the product
approved in the first NDA. If an application is refused for filing, it may be resubmitted as an
ANDA, provided it meets the requirements of section 505(j) of the Act.”

The first comment on this tentative policy is that the Agency has created a “race” among
pharmaceutical companies to be the first filer and if not the first filer quickly submit an
application so not to be disadvantaged by the artificial “race”. This position would have the
effect of penalizing those levothyroxine manufactures that took a longer time to formulate a high
quality, stable drug product with no stability overage and to conduct the testing needed to
support a 505(b)(2) NDA approval. The need for a high quality, stable product is FDA’s
Justification for requiring a NDA for levothyroxine sodium products. FDA’s position on NDA
approvals is in conflict with the intent of the oniginal August 14, 1997 notice. The August 14,
1997 notice made no provisions for the above referenced FDA interpretation. It only states an
August 2000 deadline.

The current FDA position represents a major change from its 1997 position. Coming so late in
relation to the original timeline, FDA’s position is basically unfair to all interested manufacturers
of levothyroxine sodium products. If FDA is intent in going forward with the approval process
as set forth in the August 18, 1999 Draft Guidance, it should publish it as a proposed rule and
conduct notice-and-comment rulemaking.

The second comment on this policy is that the statements presented by the Agency are confusing.
The word “duplicate”™ is not defined in the Federal Food, Drug and Cosmetic Act or FDA’s
regulations and, as such, sponsors are unaware of the scientific parameters or legal standards by
which the Agency will classify and judge an application for a duplicate product. The implication
is that if a sponsor’s 505(b)(2) application is not identical to a 505(b)X(2) application that has been
approved the Agency will file that 505(b)(2) application and ultimately approve it if warranted.
The Agency must clarify and define the phrase “duplicate of the product™ before going forward
with its regulatory program for levothyroxine sodium products or delete the section from the
policy and review all NDA submissions for levothyroxine sodium products.




Point 5:

In thf: Apgust 1999 draft guidance the Agency stated “Three year exclusivity is available for
applications that contain reports of new clinical investigations (other than bioavailability studies)
essential to the approval of the application and conducted or sponsored by the applicant.”

Levothyroxine sodium tablets have been on the market and prescribed by physicians for many
years. The literature is replete with studies covering almost every aspect of the drug and its
effects. It is highly unlikely that any new clinical studies would be “essential to the approval” of
levothyroxine sodium tablets for any currently recognized uses; therefore, three year exclusivity
is not warranted.

Point 6: .
In the August 1999 draft guidance the Agency stated, “An NDA applicant may submit a
bioequivalence study comparing its levothyroxine sodium product to one previously approved.”

The important issue of bioequivalence can best be addressed only after a reasonable time-frame
is established and all interested parties have submitted their NDA applications. FDA should then
communicate with companies that have a NDA pending and issue guidelines for those
companies on how to conduct and submit bioequivalence data to supplement their NDA
submissions if they are interested. These guidelines could also be used in the future by other
companies interested in submitting ANDAs.

Point 7:

In the August 1999 draft guidance the Agency stated, “The proposed new dissolution test has not
been adopted. Applicants should use the current official USP test. If the USP changes the
official test after an NDA is submitted, an applicant can submit new data using that test as a
phase-4 study.”

The standards for approved applications and pending applications are different. The Agency’s
position stated in the August 1999 draft guidance document is unusual and not consistent with
the regulation for the submission of compendial method’s changes to an approved NDA/ANDA.
According to 21CFR 314.70(d)( 1) changes made to comply with an official compendium are to.
be submitted in an annual report. Since the new dissolution test becomes effective January 2000,
Agency should only require sponsors of INDs and NDA applicants to submita CMC
amendment. '

Point 8:
In the August 1999 draft guidance the Agency stated, “A stability overage is not permissible.”

Synthroid (levothyroxine sodium tablets, USP), manufactured by Knoll Pharmaceutical
Company, as with all other currently available levothyroxine sodium tablets, is manufactured
with a stability overage. Companies may mask their overages by stating that they are
manufacturing overages. In reality, if a product is released for distribution at a potency which is
significantly and consistently over 100% of label claim the overage is not a manufacturing
overage but is a stability overage. If FDA accepts the Knoll Citizen’s Petition and allows




Synthroid to continue to be marketed without a NDA it would be setting up a dual standard, one
which states that a stability overage for a NDA levothyroxine product is not allowed while
saying that a stability overage is acceptable for a non-NDA levothyroxine product. The purpose
of the August 14, 1997 notice requiring a NDA for this product was, in part, to bring consistency
to all the levothyroxine products available. How can a dual standard accomplish this objective?
The mandate that a stability overage is unacceptable in the manufacture of levothyroxine sodium
tablets is premature.

Since the formulation and stability characteristics are a crucial issue in the preparation of any
NDA submissions for levothyroxine sodium tablets, the deadline of August 14, 2000 must be
delayed until the later of the following: (1) FDA rules on the Knoll Citizen’s Petition; or (2)
three years after the date of a final guidance document.
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Food and Drug Administration 2L cm e Ny
5630 Fishers Lane EEEE A gy
Room 1061 ) RASF Phama
Rockville, MD 20852 Re: Docket No. 99D-1149
Draft Guidance for Industry
on Is Vivo Pharmacokinetics and
Bioavailability Studies and In
Vitro Dissolution Testing for
Levothyroxipe Sodium Tablets

Kooll Pharmaceutical Compaay ("KPC” or “Knoli™) has the following comments on the above-
referenced draf! guidance. These comments focus on two sets of issues. First, we provide comments on the
draft guidance as it will be used in the context of bioavailability for new drug applicstions.’! Second, we point
out that the study design proposed in the draft guidance for conducting bicavailability studies is unsuitable for
conducting bioequivalence studies and that FDA is required by law and its own good gnidance policies to
provide s full and separate opportunity for public comment on any draft guidance discussing assessment of
biocquivalence of jevothyroxine sodium tablets.

.
.
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The draft guidance is modeled after the bioavailability study design developed by KPC (formerly Boots
Pbarmaceaticals, Inc.) and published by Drs. Berg and Mayor.? The Berg-Msyor mode! cmploys the
sdministration of a single suprapharmacologic dose of levothyroxine sodium (600 mcg) to healthy volunteers
in order © produce increases over background endogenous T, concentrations large enough to measure. Having
developed the Berg-Mayor modc!, Knoll is familiar with both its advantages and with certain limitations.

L ial [mapplicability of th apha gic Dose. Fish et al reparted that while the
metabolic clearance rate of levothyroxine was constant up to 2.0meg/kg, it increased sharply at doses above
that’ The administcred dose in the Berg-Mayor model would be approximately 8.6meg/kg in a 70kg
individual. Thas, the kinetics of the 600 mcg dose may not be dircctly applicsble to the therapeutic range of
fevothryroxioe.

Also, the 600 meg dose will suppress TSH below the seasitivity of curreat assays. Measurement of
TSH is m important and relevant determination because it reflects the concentration of metabolically available
thyroid hormane st sites of cellular activity. Knoll thercfore questions the desirability of using a
bioavailability mode! that makes impossible the mcasurement of TSH.

1. On December 15, lm,KPanmimdaCiﬁmPﬂiﬁon.m-onmmmnisSymhmid‘

" Jevothyroxine sodium tablets are generally recognized as safe and effective and are therefore not new drugs.
2. ch&cyA.BergmdGilbatﬂMnyor,StndyinNamleummVolunwstoComparetheRmm Extent
of Levotbyroxine Absorption from Synthroid® and Levoxine®, J. Clin. Pharmacol. 1993; 33:1135-1140 (copy
stiached). , _

3. Uuﬂ.Fuh,BmldLdemedlnCanlngh.bﬁdnelW.Slnﬁ'es,JohnP.Bande.tndhckﬂ.
Oppenticimer, Replacement Doses, Metabolism and Bioavailsbility of Levothyroxine in the Treatment of
Hypothyroidism, New Engiand J. Med 1987; 316:764-770 (copy attached)
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2. Problematic Foods. The guidance should specify that meals not include goitrogenic foods that may

aﬁ::ﬂ the synthesis of thyroid hormone, including torips, cabbage, rutabaga, Brussels sprouts, mustard greens
an €.

3. Poss L d o Bioaveilability. Becanse levotbyroxine sodium is available in
IYdoayfam.nhpmiblemwnduaandiuofbolmbimvﬁhbﬂﬁy,uvel!utherelctive
bioavailability study contemplated by the draft guidance. Maxon et af have published a model for doing so.*
qummmhypo&nﬁ&mmmhdbymbmﬁwhmmﬁmymmouwmg
mdmdﬁﬁﬁdﬁmﬁmwmmyumemmfmmdbadmnﬁm
Conmonofsuchpuﬁaﬁsﬁumlvmorllda@gisammdydonempﬁally. Knowledge of absolute
bicavailability of tablets will make it significantly casier for physicizns to select appropriate strengths of
tablets after discontinuation of TV administration.

4. Use of Baseline-Corrected Data. The draft guidance proposes to measure total T, and total Ty
following a single 600 mcg dose of LT.. Under these conditions, the concentration of T, derived from
exogenously sdministered LT, cannot be distinguished from endogenous T, by conventional immnmoassays,
and what is therefore reported is & summation effect, which is at variance from the basic premise of
bicavailability as the rate and exteat of absorptios of exogenously administered drug. In order to measurc
concentations of exogenous hormooc, and in order to adjust for intersubject differences in baseline
endogeaous T, levels, the Berg-Mayor model reports anly baseline-corrected dats. Knoll recommends that this
approach be incorporated into the draft gnidance,

5. Dosage Form Equivaleace Study. FDA ordinarily suggests conducting such studies using dosage
streogths within the Iebeled dosage range. In the draft guidance, however, FDA is proposing to assess those
strengths by comparing multip]es of them tomling 600 mcg, an amount double the bighest marketed strength
and nearly five times the highest commonly prescribed strength (125 meg). As noted above, kinetics of
levothyroxine may not be linear, 2ad so therc is a real question whcther these measyrements are meaningful.
FDA should coasider instead use of the Maxon model, supra, note 4, for measuring bioavailsbility at
therapeutic doses, which would also facilitate condncting dosage form equivalence studies at therapeutic
strengths.

6. Dissolution. No direct correlation between dissolution rates and bicavailability has been
established. Accordingly, there is no need to conduct dissolution studies as part of the demonstration of
bioavailability in the NDA context. Uatil these is definitive information on the dissolution conditions that
yields information on bicavailsbility, this section of the draft guidance should be orited.

Although the Berg-Mayor mode! may be suitable for determination of levothyroxine bicavailability ip the
NDA context, it is.not suitable for asvessing bioequivaicnce. As FDA has recognized, levothyroxine sodium is
& narrow therapeutic index drug,’ which makes the issue of how best to determine bioequivalence en imporzant
one. How to demonstrate bicequivaicoce of levothyroxine products has also been the subject of considerable
debate zbout the proper design and execution of such studies.

N\

2. TLK, Mazon, WA Rinschel, CP. Volle, MA_ Eldon, LW, Chen, M.F. Fernandcz, J. Cline, and G.
Mayfield, Pilor Study on the Absolute and Relative Bioavailability of Synthroid and Levothroid, Two
Brands of Sodicm Levothyroxine, [nt. J. Clin, Pharmacol. Ther. Toxicol. 1983; 21: 379-382 (copy

S. Prescripdon Drug Products, Levothyroxine Sodivm, 62 Fed.Reg- 43535 (August 14, 1997).
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W.ith d.l tbefi:bltc, h‘awcvet.monchascvumggestadﬂm the Berg-Mayor mode! is appropriate to
dﬁc{umebmoqunnlam. Indeed, 23 noted in KPC’s earlier comments on this draft gnidance, FDA has
::mouslynkmmeposiﬁon that the Berg-Mayor mode is unsuitabie for either bioavailability or

) Under Section 701(X1XC) of the Food, Drug and Cosmetic Act, FDA must “easure public
wﬁayzﬁgn prior to implemestation of gnidance documents dealing with complex scientific issues and highly
controversial issves.” Agy guidance dealing with bicequivalence of levothyroxine products for oral
sdmimistration certainly fits both categories, It would also be a Level | guidance under FDA's Good Guidance
Practices,” and FDA must thercfore solicit public iaput and provids for public participation.®

FDA cannot satisfy these obligetions with respect to any proposed bioequivalence guidance by treating
this draft gnidance on bicavailability ss mooting the need for 2 scparate nocice and a separate process as to
bioequivalence. Bioavailability and bioequivalence have some commonalities, but maoy of the issues they
implicate are quite different from a scientific or clinical standpoint, especially for narrow therapeutic index
drugs, and, in particular, one which is endogenously produced and subject to feedback regniation. Also, many
clinicians, scieatists, and other members of the public who are greatly interested in the design and conduct of
bioequivalence stodies of levotiryroxine products are indifferent to biosvailability of such products in the NDA
context. They would not see 2oy reason to comment on a draft bioavailability guidance, but would participate
fully in a process designed to consider bioequivalence issues. Tbat is another reason why & separate process is
aeeded for bioequivalence. -

Knoll appreciates the opportunity to comment on this draft guidance.

Sincerely,

(Rt

Robert W. Asbworth, Pb.D.
Director, Reguistory Affuirs

6. It has been and remains Knoll's view that although the Berg-Mayor model is appropriate for demonstration
of biojnequivalence, it is uasuited to efforts to demonstrate bioequivalence.

7. 62 Fed. Reg. 8961 (Feb. 1997). .

8. Id, ar 8968.
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ATTACHMENT 2

October 8, 1999

Dockets Management Branch
Food and Drug Administration
5630 Fishers Lane

Room 1061

Rockville, MD 20852

Re:  Levothyroxine Sodium - Docket 99D-2636

I have been a clinician in practice for 24 years as an endocrinologist whose special interest is
treating patients with thyroid disorders. [ have had extensive experience in the use of levothyroxine
sodium (I-T4) products, including both branded name products and generics, and would like to offer
my thoughts. [ use this drug for the treatment of patients with hypothyroidism, thyroid cancer, and

thyroid nodules.

Most of my colleagues and [ feel that a physician has to be careful with handling patients who take
I-T4 because often they do not feel well until their dose has been adjusted to become the true
physiologic replacement dose (in the case of hypothyroidism) or the suppressive dose ( in the cases
of nodules and cancer). As scientific knowledge has advanced, the laboratory tests have improved,
making it very easy to measure the concentration of TSH in a patient’s serum and judge the state
of replacement or suppression based on that scientific information. The TSH is the pituitary gland’s

response to circulating levels of thyrond hormone and is the most sensitive way to judge thyroid

status ;hat we have.

Most thyroidologists in the United States belong to an organization called the American Thyroid
Association, headquartered in New York City. Theie are approximately 500 members. In 1994 a
committee of that organization was formed called ~Standards of Care Committee™ whose charge
was to provide clinical guidelines for physicians to tollow who deal with thyroid patients. This
panel of experts. of which | was a member. wrote a position paper. which was reviewed by the entire




membership. It was eventually published in 1995. " that paper (JAMA, 273:808, 1995, a copy of
which in enclosed), we recommended that when a patient’s brand of I-T4 is changed. the patient
should have her or his blood tested in eight to twelve weeks for the TSH concentration. and the
patient be reevaluated, if necessary. We feit that even though most I-T4 products were good, they
were different from each other, and. in order for our patients to be sure that their dose was correct,
they needed to have a repeat TSH test after the drug has come into equilibrium in their bodies.
Hence. our recommendation was formed.

I understand that the FDA is considering vanous steps which, taken together, could result in the
agency's designating one or more I-T4 products which, in FDA’s view, could be substituted for
another such product without retitrating and reevaluation.

While this step may ultimately be appropriate, I do not believe that it should be taken before the
FDA takes into account the view of experts, including practicing thyroidologists like myself, on the
factors which FDA should consider in deciding whether one product can fairly be said to be
equivalent to another. Based on the way the issue is dealt with in this draft guidance. [ have a real
concern that the FDA may just accept whatever study is put before it, without considering the
complexities that are involved, including, especially, whether TSH levels, not just T4 levels, are
equivalent. -

| therefore request that the FDA make the process of settling on the design of one or more protocols
intended to demonstrate comparability of anv two I-T4 products an open and public process. [fa
consensus can be reached on how to do the studies. then FDA’s recommendation of substitutability
will carry far greater weight than if decisions are made “in the dark.”

Sincerely.

W;@@/

Elliot G. Levy, M.D.
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Dockets Management Branch (HFA-305) c3
Food and Drug Administration
5630 Fishers Lane v
Room 1061

Rockville, Maryland 20852

Re:  Docket No. 99D-2636: Comments Of JONES PHARMA INCORPORATED On
“Draft Guidance For Industry - Ievothyroxine Sodium”

Dear Sir or Madam:

This lener is submitted on behalf of JONES PHARMA INCORPORATED (Jones) and
transmits the enclosed comments of Jones in response to the Food and Drug Administration’s
(FDA) August 18, 1999 Federal Register notice (64 Fed. Reg. 44,935) regarding the Agency’s
“Draft Guidance for Industry - Levothyroxine Sodium” (Draft Guidance). Jones manufactures
and distributes the prescription drug product Levoxyl®, containing the active ingredient
levothyroxine sodium, and has a keen and vested interest in this matter.

Jones’ enclosed comment speaks for itself. This letter is intended only to point out the
legal and equitable problems permeating the Agency’s tentative process regarding the development
and approval of safe, effective, and stable levothyroxine sodium finished dosage form products.
As the Agency is aware, regulatory programs for products and firms subject to FDA's jurisdiction
are subject to a reasonableness standard under the Administrative Procedure Act, 5 U.S.C. § 551,
et seq. The Agency’s actions must not be arbitrary, capricious, or otherwise in violation of the
law. 5U.S.C. § 706. More particularly, FDA has an affirmative obligation to apprise industry
of the scientific and legal standards by which applications will be judged, and the courts have
recognized that the Agency should ot change the rules for product approval in mid-stream of the
regulatory process. See Seropo Laboratories. Inc. v, Shalala, 158 F.3d 1313, 1323 (D.C. Cir.
1998). .

}\s discussed below, the product development standards as established by FDA’s Center
for Drug Evaluation and Research (CDER) have not, in our view, been fair to any manufacturer
of levothyroxine products and, thus, represent unreasonable Agency action. Moreover, CDER’s

e .-,__‘_ e
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ULSSON, FRANK AND WEEDA. P C.

Letter to Dockets Management Branch
October 12, 1999
Page 2

unprecedented new drug application (NDA) approval process, as explained in Draft Guidance, has
not been justified or reasonably explained, and is arbitrary, capricious, and otherwise in violation
of the due process rights of regulated industry, including Jones. Accordingly, Jones requests that
the policies underlying the levothyroxine regulatory program be re-evaluated and published as a
proposed rule. At a minimum, the current August 14, 2000 deadline for the submission of NDAs
for the lawful marketing of levothyroxine sodium drug products must be extended until at least

+ three years after the publication of a final rule. The basis for Jones’ requested relief follows.

1. The August 14, 1997 FDA Eederal Register notice required interested firms to
submit NDAs for levothyroxine drug products by August 14, 2000. We assume the August 14,
2000 NDA filing date was selected by FDA based on the assumption that a bioavailability testing
guidance would soon be made available and that product development and testing, based on that
guidance, could quickly proceed. However, it became clear following the August 14, 1997 notice
that CDER’s view as to appropriate bioavailability testing was pot established. It was not unti}
June 10, 1999, twenty-two months later, that the Agency issued its Guidance entitled “In Vivo
Pharmacokipetics and Bioavailability Studies and In Vitro Dissolution Testing for Levothyroxine
Sodium Tablets.” CDER’s inability to come to closure on the appropriate bioavailability protocol
has delayed the development process for levothyroxine sodium drugs by almost two years. In
addition, the Draft Guidance concerning the NDA process was only issued in August 1999, a full
two years after the August 1997 notice. Since the Draft Guidance is subject to comment before
finalization, the Agency’s regulatory standards for levothyroxine sodium products are still in a
state of flux. Because the August 14, 2000 filing date was somewhat arbitrarily set in August
1997, the significant delays in finalization of the bioavailability protocol and the yet-to-be-finalized
August 1999 Draft Guidance require an extension of the August 14, 2000 deadline by at least three
years following the finalization of the policies that will govern the development and approval of
levothyroxine sodium products. Under these circumstances, the Agency's refusai to extend the
August 14, 2000 deadline would be unreasonable, arbitrary, and capricious Agency action.

2. The Agency has not developed ¢lear, consistent, and timely advice to companies
that need to prepare 505(b)(2) NDAs for levothyroxine sodium tablets. The initial August 14,
1997 Eederal Register notice directed that NDAs be filed within three years. Nowhere in the 1997
- Eederal Register notice is there any mention — or even implication — that once the first NDA is
approved by CDER, subsequently filed applications must either be a 505(b)(1) NDA or a 505())
abbreviated new drug application (ANDA). This new approval scenario appeared for the first time
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-Letter to Dockets Management Branch
October 12, 1999
Page 3

in the August 18, 1999 Draft Guidance. Not insignificantly, there is no explanation in the Draft
Guidance as to why the Agency is establishing such an unusual and arbitrary approval process for
this important product. In absence of a reasoned explanation, FDA'’s implementation of the Draft
Guidance, as written, would be arbitrary and capricious.

3. Because the Agency’s recently announced position represents such a major change

- from that set forth in its 1997 Federal Register notice, and considering how late in the process the

new position was made public, all interested manufacturers of levothyroxine sodium products have

been significantly disadvantaged. We believe that if FDA is intent in going forward with the

approval process as set forth in the August 18, 1999 Draft Guidance, it should publish it as a

proposed rule and conduct notice-and-comment rulemaking to satisfy the requirements of the
Administrative Procedure Act.

4. As pointed out in the enclosed Jones comment, the Agency has not yet addressed
the December 15, 1997 Knoll Pharmaceutical Company (Knoll) citizen petition that requests a
ruling that its levothyroxine sodium product, Synthroid®, is not a “new drug.” If the Agency
grants the Knoll petition and determines that Synthroid® is not a new drug, other similarly
formulated and labeled products should also be exempt from the FDA preapproval processes. In
our view, FDA must rule on the Knoll petition before taking any further action with respect to the
regulation of levothyroxine sodium products as new drugs.

® * *

We appreciate this opportunity to present our views.

e

David F. Weeda
Counsel to JONES PHARMA INCORPORATED

Sincerely,

hY

DFW:mhh
Enclosure (JONES PHARMA INCORPORATED comment)
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JONES PHARMA INCORPORATED
1945 Craig Road. P.O. Box 46903

St Louis, Missoun 53146

314 576-6100 Fax 314 469-5749

www medpharma.com

Comments to the Draft Guidance Document entitled,
“Guidance for Industry — Levothyroxine Sodium” Published August 1999

Comment 1: .

“Any levothyroxine sodium product marketed on or after August 14, 2000, without an approved
NDA will continue to be considered an unapproved new drug and will be subject to enforcement
action.”

On August 14, 1997 a notice was published in the Federal Register requiring a NDA for
levothyroxine sodium products to be filed by August 14, 2000. On August 22, 1997, FDA began
communicating policy and guidance to pharmaceutical companies on NDA preparation with the
release of bioavailability protocols needed for NDA submission. On Apnl 21, 1999, in verbal
communication with FDA, Jones learned that FDA had revised the study protocol without
notifving the interested parties. The official guidance document for the In Vivo
Pharmacokinetics and Bioavailability Studies and In Vitro Dissolution Testing for levothyroxine
sodium tablets was not published until June 10, 1999. From August 22, 1997 until June 10, 1999
companies had been operating under the erroneous assumption that the original study protocols

~ were correct.

On February 25, 1998 a telephone conference was beld between FDA and Jones to discuss FDA
policy and guidance for NDA preparation and submission. On April 20, 1999 a lenter was
received from Jane A. Axelrad (Associate Director for Policy, CDER) stating that the minutes to
the February, 1999 meeting may not reflect current CDER policy. After several attempts were
made by Jones to get clarification from FDA, a draft guidance document was finally published in
August 1999. This represents a 24 month delay by FDA in disseminating official FDA policy
regarding the necessary testing protocol and clearance procedures for levothyroxine sodium

products.

To demand pharmaceutical companies comply with the August 14, 2000 deadline for NDA filing
is both unreasonable and unfair under these circumstances. A new time-line for submission
should be established for the submission of NDAs for levothyroxine sodium tablets which takes
in to account FDA's failure to communicate accurate, timely guidance to all interested parties.
Since the August 1997 notice gave manufacturers three years to submit a NDA, the new deadline
should be at least three years from the date the levothyroxine guidance document becomes final.
If the August 1999 draft guidance becomes final in November 1999 then the deadline for
submission should be November 2002 at the earliest (see comment 7 regarding a related, pending
Citizen’s Petition). '



Comment 2:

“FDA will review all 505(b)(2) applications for levothyroxine sodium products filed before the
Jirst NDA for levothyroxine sodium products is approved. After the first NDA for levothyroxine
sodium is approved, FDA may refuse to file any 505(b)(2) application for a drug product that is
a duplicate of the product approved in the first NDA. If an application is refused for filing, it

may be resubmitted as an ANDA, provided it meets the requirements of section 505(j) of the
Act.”

The August 14, 1997 Federal Register notice states that FDA will permit orally administered
levothyroxine products to be marketed without approved NDAs until August 14, 2000.

During the time interval between August 14, 1997 and August 14, 2000 firms are to develop high
quality, safe and effective formulations for levothyroxine products, perform bioavailability
studies, conduct appropriate testing and submit S05(b)(2) NDAs to the agency for review. Based
on the August 1999 draft guidance document 505(b)(2) applications pending at the time the first
505(bX2) NDA is approved will continue to be reviewed and later submissions would have to be
filed as ANDAs. This position is both unusual and unfair.

The Agency has not developed clear, consistent, timely advice to companies in preparing such
505(b)(2) applications and has not communicated this information to everyone involved unul
August 1999. Moreover the required bioavailability protocols have been changed during this
time frame and the official bicavailability guidance document was not released for publication
until June 1999. Thus, official FDA bioavailability policy was not disseminated until almost 2
years after the initial announcement and the start of the deadline clock.

FDA'’s tentative policy (as set forth in the August 1999 draft guidance) on the NDA approval
process for levothyroxine has created a “race”™ among pharmaceutical companies to be the first
filer and if not the first filer quickly submit an application so not to be disadvantaged by the
artificial “race”. This position would have the effect of penalizing those levothyroxine
manufactures that took a longer time to formulate a high quality, stable drug product with no
stability overage and to conduct the testing needed to support a 505(b)(2) NDA approval. The
need for a high quality, stable product is FDA's justification for requiring 2a NDA for
levothyroxine sodium products. FDA’s position on NDA approvals is in conflict with the intent
of the original August 14, 1997 notice. The August 14, 1997 notice made no provisions for the
above referenced FDA interpretation. It only states an August 2000 deadline. '

FDAs has demonstrated a failure to disseminate accurate, timely, consistent advice equally to all
interested parties. The August 1999 draft guidance document states that an NDA applicant may
submit a bioequivalence study comparing its levothyroxine product to one previously approved.
This statement suggests that a NDA can be submitted after the first one is approved. If that is not
the case how can a company submit bioequivalence data in their NDA submission comparing
their product to an approved product if that company’s NDA is pot allowed to be submitted after
the first NDA is approved? This statement demonstrates the inconsistency in this document.

Given this fact and the need for high quality, stable levothyroxine sodium products to be
available to the public, the Agency must extend the August 14, 2000 deadline until at least three
years after it bas established final policy which we would hope would be derived from
consideration of comments such as these. Once a final policy has been established, the Agency
must allow all NDAs submitted within this revised date to be filed and reviewed.

— - o ————————— — — 4"




Comment 2 (Continued):

The current FDA position represents a major change from its 1997 position. Coming so late in
relation to the original imeline, FDA’s position is basically unfair to all interested manufacturers
of levothyroxine sodium products. If FDA is intent in going forward with the approval process
as set forth in the August 18, 1999 Draft Guidance, it should publish it as a proposed rule and
conduct notice-and-comment rulemaking.

Comment 3:

“FDA will review all NDAs, including 505(b)(2) applications for duplicates, that have been filed
even if an NDA is approved before review of an application has been completed. After the first
NDA for levothyroxine sodium is approved, FDA may refuse to file any 505(b)(2) application for
.a drug product that is a duplicate of the product approved in the first NDA.”

These statements are confusing. The word “duplicate” is not defined in the Federal Food, Drug
and Cosmetic Act or FDA’s regulations and, as such, sponsors are unaware of the scientific
parameters or legal standards by which the Agency will classify and judge an application fora
duplicate product. The implication is that if a sponsor’s 505(b)(2) application is not identical to
a 505(b)(2) application that has been approved the Agency will file that 505(b)(2) application
and ultimately approve it if warranted. The Agency must clarify and define the phrase “duplicate
of the product™ before going forward with its regulatory program for levothyroxine sodium
products.

Comment 4:

“Three year exclusivity is available for applications that contain reports of new clinical
investigations (other than bioavailability studies) essential to the approval of the application and
conducted or sponsored by the applicant.”

Levothyroxine sodium tablets have been on the market and prescribed by physicians for many
years. The literature is replete with studies covering almost every aspect of the drug and its
effects. It is highly unlikely that any new clinical studies would be “essential to the approval” of
levothyroxine sodium tablets for any currently recognized uses; therefore, three year exclusivity
is not warranted.

Comment 3:
“An NDA applicant may submit a bioequivalence study comparing its levothyroxine sodium
product to cne previously approved. ”

The important issue of bioequivalence can best be addressed only after a reasonable time-frame

is established and all interested parties have submitted their NDA applications. FDA should then:

communicate with companies that have a NDA pending and issue guidelines for those
companies on how to conduct and submit bioequivalence data to supplement their NDA
submissions if they are interested. These guidelines could also be used in the future by other
companies interested in submitting ANDAS. '

A —
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Comment 6:

position stated in the August 1999 draft guidance document is unusual and not consistent with
the regqlation for the submission of compendial method’s changes to an approved NDA/ANDA.

Comment 7: _
“4 stability overage is not permissible. ”

On December 15, 1997 Knoll Pharmaceutical Company filed a Citizen’s Petition with FDA to
issue an order declaning that Synthroid is generally recognized as safe and effective for the
treatment of hypothyroidism and therefore not subject to regulation as a “new drug”. Synthroid,
as with all other currently available levothyroxine sodium tablets, is manufactured with a
stability overage. Companies may mask their overages by stating that they are manufacturing
overages. In reality, if a product is released for distribution at a potency which is significantly
and consistently over 100% of label claim the overage is not a manufacturing overage but is a
stability overage. If FDA accepts the Knoll Citizen’s Petition and allows Synthroid to continue
to be marketed without a NDA it would be setting up a dual standard, one which states that a
stability overage for a NDA levothyroxine product is not allowed while saying that a stability
overage is acceptable for a non-NDA levothyroxine product. The purpose of the August 14,
1997 notice requiring a NDA for this product was, in part, to bring consistency to al] the
levothyroxine products available. How can a dual standard accomplish this objective?

The mandate that a stability overage is unacceptable in the manufacture of levothyroxine sodium
tablets is premature.

Since the formulation and stability characteristics are a crucial issue in the preparation of any
NDA submissions for levothyroxine sodium tablets, the deadline of August 14, 2000 must be
delayed until the Jater of the following: (1) FDA rules on the Knoll Citizen’s Petition; or (2)
three years after the date of a final guidance document (see comments 1 and 2).

APPEARS THIS WAY
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FAN: 201-524-9711
— DIRECT LINE: 201-386-2000

October 14, 1999

Documents Management Branch
HFD-305

Food and Drug Administration
5630 Fishers Lane

Room 1061

Rockville, MD 20852

Ref: Docket No. 99D-2536

Re: Comments provided to Draft Guidance for Industry on Levothyroxine Sodium

Dear Sir or Madam:

Forest Laboratories, Inc. wishes to provide comments to the above referenced Draft
Guidance. Please find attached two copies.

Respectfully submitted,
FOREST LABORATORIES, INC.

Vo) Ll

Gilbert W. Adelstein. Ph.D. -
Director of Regulatory Affairs
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1. REGULATORY QUESTIONS AND ANSWERS

A. Status of Marketed Products

Q: After August 14, 1997, is it permissible to begin marketing an unapproved levothyroxine
sodium product that has never before been marketed?

A: No. As stated in the Federal Register notice. any levothyroxine sodium product marketed for the
Jirst time after August 14, 1997, must have an approved new drug application. Any product
marketed without an approved application is an unapproved new drug and subject to enforcement

action.

Q: On August 14, 2000, what will be the status of a marketed product if an application for that
product was submitted prior to August 14, 2000. but is not vet approved as of that date?

A: Any levothyroxine sodium product marketed on or after August 14, 2000, without an approved
NDA will continue to be considered an unapproved new drug and will be subject to enforcement
action (62 FR 43535. August 14, 1997). This will be the case even if an application for the product
is undergoing review. Whether FDA will initiate enforcement action to remove an unapproved
product from the market will depend upon its entorcement prionities and resources.

Comment:

Until July 27, 1999 the agency did not address the standards to be applied in the design and
conduct of CMC stability studies for L-thyroxine. On that date. almost 2 vears after the August
14, 1997 Federal Register Nauce it issued a six paragraph statement. without prior notice or
providing an opportunity for comment. that significantly restricted. without explanation,
previously utilized stability study practices which had not been considered to be outside of cGMP.
The July 27 statement did not explain why FDA considered its specifications as essential to be
followed. In any event. it is clear that the one-vear time period between July 27, 1999 and August
14, 2000. is insufficient to allow data generation and compilation which would be adequate to
support an expiration date with a3 minimum of 24 months of a newly formulated product. It is
critical that the August 14. 2000 date be extended to August 14. 2002,

B. Cutoff Date for 505(b)(2) Applications

Q: Will FDA approve only one NDA and coavert other 505(b)(2) applications to ANDAs?
A: No. It is possible that more than one NDA will be approved. FDA will not convert any filed NDA

to an ANDA.

Q: Will there be a cutoff date after which FDA will no longer accept and review 505(b)(2)
applications? o

A. FDA will review all 5035(b)(2) applications tor levothyroxine sodium products filed before the
first NDA for levothyroxine sodium products is approved. After the first NDA for levothyroxine
sodium is approved, FDA may refuse to file any 305(b)(2) application for a drug product that is a
duplicate of the product approved in the first NDA. [f an application is refused for filing, it may be
resubmirted as an ANDA. provided it meets the requirements of section 505(j) of the Act.

Comment:

As stated above. the August 14. 2000 riling date does not provide sutticient ume for reformulation
of an old product. if required. generanon of stabiliry and bioeguivalence data. and submission ot
the NDA. This date shouid be extended to August 12, 2002,
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Q: What will happen to a 505(b)X2) application that has been filed. but not vet approved. when
the first NDA for levothyroxine sodium is approved? What if the application was submitted.
but not filed. when the first NDA is approved? ’

A: FDA will review all NDAs, including 505(b)(2) applications for duplicates. :hat have been filed
even if an NDA is approved before review of an application has been complezed. The FDA may
refuse to file and review a 505(b)(2) application that was submirnted. but not riied. betore the tirst
NDA for levothyroxine sodium is approved.

C. Requirements for 505(b)(2) Applications

Q: Should a 505(b)(2) application contain 2 patent certification?

A: All 505(b)(2) applications are subject to the patent certification requirements at 21CFR 314.50(i).
However, if there is no listed drug for levothyroxine sodium at the time the appiication is filed, the
applicant need not make a patent certification.

After an NDA is approved and there is a listed drug, applications that have Seen submined or
filed. but not yet approved. must be amended to contain a patent certification for each patent listed
for the approved product (21 CFR 314.50(i)). If there are no patents listec ior the approved
product, the applicant should submut a statement, as described at 314.50(1)(1)(11). that there are no
relevant patents.

Q: Will a 505(b)(2) application for levothyroxine sodium be assessed a user fee? If so, is it a full
fee or half fee? '
A: Yes, a user fee will be assessed. The Act provides that a 505(b)(2) application is subject to an
application fee if it requests approval of either (1) a molecular entity that is an active ingredient
(including any salt or ester of an active ingredient) that has not been approved under section
505(b) of the Act, or (2) an indication for a use that has not been approved under section 503(b) of
the Act (sections 735(1)(B) and 736(a)(1)(A)(i) of the Act). Levothyroxine sodium has been
approved previously as an active ingredient in two NDAs (NDA 16-807, Thyrolar. and NDA
16-680, -Euthroid). However, levothyroxine sodium as a single-agent ther2py has not been
approved for any indication. Therefore, the FDA believes that single-agent therapy for thyroid-
related disorders is a new indication for use. Therefore. applicants subrmting 505(b)(2)
applications for levothyroxine sodium must pay a user fee. But once an appiication has been
approved, another 505(b)(2) application for levothyroxine sodium would not be subject to a fee
unless the applicant seeks approval of an indication different from that approved in earlier
applications. A full fee would be assessed because clinical data (other than bioavailability or
bioequivalence studies) with respect to safety or effectiveness are required for approval (section
736(a)(1)}(AXi) of the Act). These clinical data are expected to be in the form of literature reports,
but are still considered to be clinical data for purposes of assessing user fees. .
An applicant submitting a 505(b)(2) application for levothyroxine sodium may be eligible for a
waiver or reduction of user fees under section 736(d) of the Act. For information on how to apply
for a waiver, you may contact, the Regulatory Policy Staff, CDER, HFD-7, 5600 Fishers Lane.
Rockville. Maryland 20857, 301-594-2041.

Comment:

Section 505(b)(2) applications for levothyroxine sodium for the treatment of kypothyroidism. as
called for in the Federal Register of August 14. 1997 are. by starute. not subject -0 user fees. Pnor
to adoption of the “human drug application™ definition in the Prescription Druz User Fee Actof
1992 (in which the definition is the same as in FDAMA) the question of the stazzs of § 5031o)2)
apolications under that definition was addressed on the House Floor in the ~S:ztement of Floor




Drart Guidance: Levothytroxine Sodium Pave 2of

Manager Explaining Changes Made After Committee Consideranon ot HR 3952 (page H9099.
Sept. 22. 1992). A copy of the most directly peruinent paragraph is set out below:

The change. made aiter the bill was reported by the commirtee but which is in the bill.
would limut the § 505(b)(2) applications included within the definition of “human drug
applicarion” — § 735(1XB), as added by section 3 - to applications that request approval of
first. {a] molecular entity which is an acnve ingredient or second. an indication for a use
that had not been approved under § 505(t). The Committee intends that the term
“indication” be given the meaning that it is given in the FDA's regulations. 21 C.F.R.
§ 201.57(c), 1992. This term would include an Rx to OTC switch. User fees would not
be required for any other new drug approved under § 505(b)(2).

The context of FDA's regulation at 21 C.F.R. § 201.57(c)(1)(i) through (iv) reveals that no
substantive distinction was drawn between “indication™ as used in the cited regulation and
“indication for a use™ as used in § 735(1)}B)(i1). If “an active ingredient” had been approved in a
§505(b) application before September 1, 1992, with "an indication for use™ of that ingredient , a
§503(b)(2) applicant for a drug product containing that same ingredient and the previously
" approved indication for use would not come within the definition of “human drug application™ and
therefore would not be subject to a user fee. This User Fee exclusion provision clearly applies to
§505(b)(2) applications addressed to the use of levothyroxine sodium in the treatment of
hypothyroidism. The “indication™ in this situation is the “wreatment of hypothyroidism.” and the
active ingredient is levothyroxine sodium. Both the indication and the ingredient have been
previously approved for Thyrolar and Euthroid. “Single-agent” therapy is not a statutory element
or a practical requirement since the August 14, 1997 Nouce recognizes the efficacy of levothyroxine

as a single enuty.

: Are pediatric studies necessary?
As of April 1, 1999, all applications for new active ingredients, new indications. new dosage

forms. new dosing regimens. and new routes of admunistration must contain a pediatric
assessment. unless such studies are waived or deferred. Studies that are deferred are not required
to be submitted until at least December 2. 2000.’

Applications for levothyroxine sodium are subject to the pediatric rule. Applicants should discuss
with the division the need for a pediatric assessment for the levothyroxine product proposed in an
NDA. It is possible that adequate data to support safety and effectiveness for pediatric use may be
available in the scientfic literature.

»Q

D. Exclusivitv

Q: Will there be exclusivity for the first levothyroxine sodium product to be approved?
A: Exclusivity determinations are made at the time a drug product is approved. Although FDA cannot
at this time be specific as to which, if any, applications may receive exclusivity, sponsors should
‘consider some issues regarding the requirements for exclusivity. Five-year exclusivity is available
for new chemical entities. which are drugs that contain no previously approved active moiety.

Levothytoxine sodium has previously been approved as an active ingredient in wo \IDAs (NDA
16-807. Thyrolar, and NDA 16-680. Euthroid). Three-vear exclusivity is available for applications
that contain reports of new clinical investigauions (other than bioavailability studies) essential to
the approval of the application and conducted or sponsored by the applicant.

- - e ey W v . gy T e gy | -y




WMt WML AT Y VLI LUNLIIT SV rave 40t/

Comment:

If the determination is made by the FDA that clinical studies are essential to the approval of
NDAs that meet the critenia of the August 14, 1997 Notice, each such NDA should be awarded an
exclusivity period.

E. Therapeutic Equivaience Ratings for Levothyroxine Sodium Products

Q:

If the Agency approves multiple 505(b)(2) applications, how will they be rated in the Orange
Book?

A: They will be listed as BX C drug products for which the data are insufficient to determine

therapeutic equivalence. To obtin a therapeutic equivalence rating other than BX for
levothyroxine sodium tablets. an applicant must submit data comparing its product to a listed drug
(Approved Drug Products with Therapeutic Equivalence Evaluations — The Orange Book).

: Will FDA review a bioequivalence study submitted with an NDA that compares the product

to an approved levothyroxine sodium product?

A: Yes. An NDA applicant may submut a bioequivalence study comparing its levothyroxine sodium

F.

product to one previously approved. If the products are bioequivalent. they will be AB-rated to
each other. .

ANDASs for Levothvroxine Sodium Products

Q:
A

: FDA chooses a reference listed drug when a manufacturer makes a request to submit an ANDA

O

+ 4.°

When will FDA choose a reference listed drug?

for a product that is eligible tor approval under section 505(j) of the Act.

: How will FDA choose a reference listed drug for levothyroxine sodium tablets?
: If there is only one approved product. that product will become the reference listed drug. If more

than one product has been approved before FDA receives a request to submit an ANDA, the
market leader among the approved products will be designated as the reference listed drug. FDA
may also designate an additional reference listed drug if requested to do so by an ANDA sponsor.

: Will there be more than one reference listed drug?
: [t is possible. -

Comments. _

We believe that each currently marketed product should be given the opportunity to submit an
NDA. FDA should review all studies submitted in the NDA including a bioequivalence study and
approve the bioequivalence study. whether or not another levothyroxine product has been
previously approved. Once the other product is approved, at that time an AB-rating for the two
products should be granted and included in the Orange Book.
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1. SCIENTIFIC QUESTIONS AND ANSWERS

A. Stability Data

Q: How much stability data is required for an application to be acceptable for filing?

A: ICH and FDA stability guidances recommend 12 months' long-term data and 6 months’
accelerated data at the time of NDA submussion if a 24-month expiration date is requested.
However, for levothyroxine sodium products to meet the compliance date specified in the August
13. 1997, Federal Register notice, 6 months' long-term data and 3 months' accelerated data will be
sufficient. Additional stability data may be submirted as an amendment during the review process,
and an expiration date will be granted based on the data submirtted.

Comment:

On July 27. 1999. the FDA Division of Mewbolic and Endocrine Drug Products issued a document
enutled “Guidelines for Submussion of CMC Stabiliny Studies For NDA for L-thvroxine.” This
was almost two years following the Federal Register notice of August 14. 1997. Previously, no
official notice of ICH stability requirements had been issued. If the sponsor of a NDA began
stability studies under ICH conditions on July 27. 1999. and successfully collected the 3 months’
accelerated and 6 months’ long-term data. the NDA submission could not take place until well
after January 27, 2000. Assuming an additional 6 months of stability data were 1o be submirted as
an amendment to the pending NDA on July 27, 2000. the FDA would have to review and approve
the NDA before August 14. 2000. barely 18 days following the latest amendment. This scenario
can not realistically be accomplished and illustrates the need for an appropnate time extension for
submission and approval ot an application.

The imposition of ICH stability storage conditions was intended “only for new molecular entities
and associated drug products™ (ret: Draft Guidance tor Industry: Stability Testing of Drug
Substances and Drug Products. May 1998). Although FDA considers L-thytoxine products
subject to new drug classification. they have been available and used in medical practice for years.
Whiie specified as a new molecular enuty for purposes of the NDA, this product has existed in
medical practice for vears and recognized as essenual in the August 14, 1999 Federal Register
notice. Manufacturers may still be using adequate and appropriate formulations for products that
were never meant to support stability storage temperatures and humidity levels required by
contemporary standards. The authors of the Draft Guidance for Industry recognized this and
stated that for products already approved. or in this case marketed. “applicants may wish to
voluntarily switch to the ICH-recommended storage conditions as defined in ICH QlA and
Sections [1.A.4. and [1.B.5. of this guidance.™

* The instability of L-thyroxine formulations under conditions of moisture and heat is well-
documented, as has been pointed out in the Federal Register Notice of August 14, 1997.
Therefore. applying ICH stability requirements to a product with known sensitivities to ICH
conditions will likely result in stability failures. For products that have not been reformulated, the
stability storage conditions should remain unchanged trom the pre-NDA condition. -

Since levothyvroxine sodium belongs 1o a class of products marketed prior to the promulgation of

the ICH stability conditions. real ume stabilicy data from the marketed product should be
sufficient. Stability data compiled from data of marketed lots stored under 23- -2 Jegrees and
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ambient humidity conditions should be accepred. Submission of accelerated storage data should
be waived for rhis product due to the availability of real time data and the known detrimental
effect of high temperature and humidity on the active ingredient.

FDA has recognized that “levothyroxine sodium is unstable in the presence of light, temperature
air. and humudity.” [62 FR 43537]. As a consequence. manufacturing methods have been devclopeci
to compensate for such circumstances. These include manufacturing a batch in conformity with
the standards of ¢cGMPs with a fixed overage of active ingredient. For a defined period after
manufacture. the batch is “aged” for a specified time. During the aging period a reduction in the
level of active ingredient takes place which will decelerate after the passage of 2 known time
period. At the time of release. the batch will be within USP specifications and remain so
throughout its expiry period. Whether the described practice involves a “stability overage” or a
“manufacturing overage™ is a question of semantics. So long as it can be shown that all of the
manufacturing practices followed are defined and validated and the product remains within
specification throughout the period from its release to expiration, the described course of
manutacture should be recognized 2s accepravie.

As stated above. it has been established that levothyroxine sodium drug substance is unstable in
the presence of light. temperature. air and hummidity. The fact that a formulation and/or packaging
configuration may or may not compromise stability in response to extreme environmental factors
does not necessanly relate to the long-term stability of these products. A compilation of all
relevant historical stability data for levothyroxine sodium products should suffice to show that the
packaging and storage requirements of these products and their expiration dating have been
suitably established. Moreover, re-examination of the stability of these products under the ICH
accelerated or controlled-room temperature has no relevance to concerns raised regarding the
inadequacy of stability test procedures or of the ability to prevent occasional instances of

superpotency.

B. Dissolution Test

Q: The USP proposed a new dissolution test for levothyroxine sodium in the January-February
1999 Pharmacopeial Forum. Should NDA applicants use that proposed test or continue to

use the current official method?
A: The proposed new dissolution test has not been adopted. Applicants should use the current official

USP test. If the USP changes the otficial test after an NDA is submitted, an applicant can submit
new data using that test as a phase-3 study.

Comment:

According to the guidance “/n Vivo Pharmacokinetics and Bioavailability Studies and In Fitro
Dissolution Testing for Levothyroxine Sodium Tablets”, dissolution studies can be performed
using the current USP method or others provided that justification for the choice of the method is
given. Therefore, the applicant’s procedure. if different from the current compendium method,
should also be considered acceptable when given with the appropriate justification.

C. Overage

Q: May a stability overage be used?
A: No.
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Comment:

A stability overage may be required for selected products. A more valid concem raised by FDA
relates to the issue of sub- or super- potency. Based on FDA's own research. a stability overage is
necessary otherwise subpotent products will result. If the manufacturer can show that there are no
instances of superpotency in products released to the marketplace, then the formulation
manufactured with stability overages should be allowed. The dosage should be formulated with
the intent to provide 100 percent of the quantity of the active ingredient declared. Where historical
data establishing the content of the active to decrease with time, an amount in excess of the
declared on the label may be introduced into the dosage form at the time of manufacture to assure
compliance with the content requirements of the label throughout the expiration period. This will
assure that a super-potent product will not be released to the marketplace. Thus stability overage
should be allowed when justified and where the product meets compendial requirements for
content uniformity and potency at the time of release.

Q: May 2 manufacturing overage be used?

A. Yes. The FDA permits the use of a manufacturing overage only in the unusual case when the
product is manufactured to be 100 percent potent at the time of release and when the manufacturer
can specifically document where in the manufacturing process the loss of potency occurs.

Comment:

A manufacturing overage is sometimes required. There should be no need to specifically
document where in the manufacturing process a loss of potency occurs. The fact that a loss occurs
combined with product release data demonstrating that the product is neither subpotent nor
superpotent should suffice. The FDA and USP both permit the use of a2 manufacturing overage
where there is data supporting potency loss during the manufactuning process.
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Re: Docket No. 99D-2636
Draft Guidance for Industry on

Levothvroxine Sodium :

Knoll Pharmaceutical Company (*KPC” or “Knoll™) submits herewith its comments on
this draft guidance.

The draft guidance begins with the premise that orally administered levothyroxine
sodium drug products are “new drugs,” and proceeds to answer questions that have arisen
about the new drug applications that are to be submitted pursuant to the Food and Drug
Administration’s August 14, 1997 Federal Register notice (the “Notice™). As discussed in
more detail befow, however, FDA's initial premise is incorrect, at least as to Knoll’s
Synthroid® levothyroxine sodium tablets. Knoll aiso believes that FDA's answers to many of
the questions are wrong. Any final guidance must correct these errors. In addition, FDA must
recognize that it cannot by issuing a guidance avoid its obligation to respond to Knoll's Citizen
Petition OP Scheduling and Procedure, ‘which raised many of the issues addressed in the draft
guidance.

“New Drug” Issues

Throughout the draft guidance, especially in the Introduction and the section on
Regulatory Questions and Answers, FDA states that all levothyroxine sodium drug products
are “new drugs” and assumes that the agency’s “announcement” in the Notice disposes of the
matter. In fact, the Notice itself recognized that some levothyroxine sodium drug products
may not be new drugs, and invited the submission of Citizen Petitions to that effect. Knoll
submisted such a Citizen Petition on December 15. 1997, demonstrating that Synthroid is

\-

1. Citizen Petition on Scheduling and Procedure, Docket No. 97N-0314/CP3, filed September
25, 1998 and suppiemented August 4, 1999 (hereinatter “Scheduling and Procedure Petition™).
A copy of the Scheduling and Procedure Petition. without artachments, is antached.
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generally recognized as safe and effective and therefore not a new drug.® The agency's

conspicuous omission from the draft guidance of its own invitation to submit Citizen Petitions

and the fact that KPC (and one other manufacrurer as well) have done so suggests once again

:’hat the agency is refusing to give Knoll’s GRAS/E Petition the full and fair consideration it
eserves.

toff Date fo. ion S05(b)(2 ‘li tions

Taken together, the questions and answers in this section of the draft guidance amount
to a declaration that once the first NDA or set of NDAs is approved for levothyroxine sodium,
FDA may refuse to file and refuse to review and will not approve any further § 505(b)(2)
NDAs. Such a declaration is contrary to the Food, Drug, and Cosmetic Act (“FDCA" or
“Act™) and to the clear intent of the Congress in adopting the relevant stattory provisions.

As applied to Synthroid, such a policy would also be both unfair and peculiar. Because
Knoll responded to FDA's invitation in the Notice to submit its GRAS/E Petition, an NDA is
not required for Synthroid unless FDA denies Knoll's GRAS/E Petition and the courts uphold
it. Thus, if an NDA is ever submitted for Synthroid.* it may not be submitted until after one
or more of the other NDAs is approved, and. under this draft guidance, FDA would be free to
refuse to file, review, and approve it. In so doing, FDA would, in effect. be punishing Knoll
for doing what it has every right to do: accepting FDA'’s published invitation to submit a
Citizen Petition and waiting until FDA and the courts reach a decision on whether Synthroid is
a new drug before submitting an NDA. Importantly. because the published literature on which
levothyroxine NDAs will be based consists entirely or nearly entirely of studies of Synthroid,
it seems peculiar indeed to say that every company but Knoll will be allowed to rely on the

published literature.

Both the words and the structure of § 505 of the Act compel the conclusion that (except
for issues of exclusivity, which are not relevant here) FDA lacks authority to refuse to file, .
review, and approve a new drug application merely because it has previously approved another

2. Citizen Petition on Regulatory Status of Synthroid Orally Administered Levothyroxine
Sodium USP, Docket No. 97N-0314/CP2. filed December 15, 1997 and suppiemented May
29, 1998 (hereinafter “GRAS/E Pgtition”). A copy of the GRAS/E Petition, without

amtachments, is atrached.
3. See Scheduling and Procedure Petition at 4-7.

4. As noted above and in its GRAS/E Petition. Knoll believes that Synthroid is not a 'new drug
and that no NDA is required for Synthroid. If. however, FDA and the courts disagree, then an
NDA will have to be submitted. Knoll’s discussing that possibility in these comments is not a
waiver of its position that Synthroid is not a new drug.
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new drug application for the same active ingredient under § 505(b)(2). Section 505(a) provides
that a new drug may not be lawfully marketed unless it is the subject of either an approved
New Drug Application under § 505(b) or an approved Abbreviated New Drug Application
under § 505()). Either an NDA or an ANDA is permissible; the statute expresses no
preference.

That the choice of an NDA or an ANDA is the applicant’s is reinforced by the wording
of §§ 505(b) and 505(j). “Any person” may submit an NDA under § 505(b), and “any
person” may submit an ANDA under § 505(j)." The statute imposes no duty on “any person”
to refrain from submitting an NDA if an ANDA is also a possibility; the choice is left up to the
applicant.

Certainly the Act does not make FDA's approval of a previous NDA a ground for
denial of a later NDA submitted under § 505(b). If an NDA is submitted under § 505(b), FDA
must (after a specified time period) approve it unless it finds that one or more of the grounds
specified in § 505(d) is applicable. FDCA § 505(c). None of the grounds in § 505(d) has
anything to do with whether one or more applications for the same drug were previously
approved under § 505(b)(2). an omission which is fatal to FDA's claim of authority to deny an
NDA on the ground that it had previously approved another NDA for the product containing
the same active ingredient.®

There is no doubt that these provisions of § 505 apply to § 505(b)(2) applications as
well as § 505(b)(1) applications. FDA has recognized as much. In the preamble to the
ANDA/505(b)(2) regulations, for example, FDA stated that in all respects relevant to this
issue, § S05(b)X2) applications are “subject to the same statutory provisions as full NDAs.” 57
Fed. Reg. 17950, 17952 (April 28. 1992). ‘

The legislative history confirms that the ANDA provisions were intended to suppiement
- not supplant - the NDA provisions of the Act. As explained in the House Report, “Title I of
the bill [the ANDA provisions] allows drug manufacturers to use an abbreviated new drug .
application (ANDA) when seeking approval to make generic copies of drugs that were
approved by the FDA after 1962.” H. R. Rep. No. 98-857, pt. 2, at 11 (1984) (emphasis

5. The Act speaks of any person’s “filing™ an NDA. These comments follow common usage
in using the phrase “submirting” an NDA so as to avoid confusion with the actions FDA may
take in “refusing to file” or “filing"~ a submitted NDA.

. 6. Nor can FDA avoid its-lack of authority to deny an NDA on this ground by calling-it a
“refusal to file.” notwithstanding FDA s regulation claiming such authority. 21 C.F.R.

§ 314.101(d)(9). Like the draft guidance. this regulation flies in the face of the statute, and is
therefore unlawful. The agency’s refusal to file certain § 505(b)(2) applications is unlawful for
other reasons as well, as set forth in the Scheduling and Procedure Petition at 7-9.
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added) (copy antached). The ANDA procedure did not replace the NDA procedure: it
“graft(ed] on the NDA procedure . . . authority for an abbreviated new drug application
(ANDA) procedure. . . .” Id. Two commentators have confirmed this view:

The statute continues the availability of paper [505(b)(2)] NDAs
for post-1962 drug approval, although it is expected that most
applications will take advantage of the new ANDA procedures.

Allan M. Fox and Alan R. Bennett, The Legislative History of the Drug Price Competition and
Patent Term Restoration Act of 1984, at 95 (1987) (copy attached).

The 1984 Waxman-Hatch Act amendments to the FDCA left
intact one option for FDA approval of generic drugs that had
existed previously. Approval of a generic drug can still be
obtained by submitting a new drug application to the agency
pursuant to FDCA Section 505(b). -

Donald O. Beers, Generic and Innovator Drugs: A Guide to FDA Approval Requirements, at
2-2 (5™ ed. 1999) (footnote omitted) (copy attached).

From a policy standpoint, FDA's attempt to remit some applicants to ANDAs once
NDA(s) are approved will not save the agency any work. and could be unfair to Knoll and
other applicants. In the case of levothyroxine, FDA has twice recognized. once in the Notice
and once in the draft guidance, that applicants will be able to rely on published literature for
proof of safety and effectiveness. Thus, each § 505(b)(2) application for levothyroxine sodium
will likely contain most or all of the same published studies. Once FDA reviews those
published data, it can apply its judgments on safety and efficacy to all levothyroxine products,
and need not repeat the review. By contrast, it would have to review de novo each
bioequivalence study in an ANDA, making more work, not less.” Equally important, the
published studies are on Knoll's Synthroid.’ It would be both unfair and peculiar for FDA to
allow studies of Synthroid to be utilized in § 505(b)(2) applications for other products but not

for Synthroid itself.

The draft guidance’s approach to cutoff-dates for § 505(b)(2) applications is also
mischievous in giving FDA far too great an opportunity to pick and choose among applicants
for any reason or no reason. Because of FDA's confidentiality rules, no applicant can be sure
of knowing when or whether any qther applicant has submitted an NDA, when or whether
FDA has filed it or refused to file it. or whether review of a particular application is

Y

7. See Scheduling and Procedure Petition ar 9.

8. See GRAS/E Petition at 10-11.
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progressing well toward approval or not. Thus, no applicant can gauge or even guess at when
a § 505(b)(2) application needs to get submitted to avoid preclusion of its § 505(b}(2)
application. But EDA can easily manipulate the process by holding up approval of one
application for.a day or so (or a week or a month) to allow it to file one or more other

§ 505(b)(2) applications, all while not filing one or more other applications before the
approval. Such unbridled discretion is a recipe for unfairness, whether intentional or
accidental.

User Fees

The Act authorizes user fees for applications submitted under § 505(b)(2) only if the
active ingredient “had not been approved under an application submitted under section 505(b)”
or. having been so approved, is now being submirted for a new indication. FDCA
§ 735(1)(B). FDA acknowledges that levothyroxine sodium has been previously approved for
hypothyroidism under § 505(b) in combination with triiodothyronine as Euthroid and Thyrolar.
It argues, however, that because LT4 has never been approved as a single ingredient for
hypothyroidism, applications will be for a new indicarion and a user fee will therefore be due.
But nothing in the statute distinguishes between approval for a particular indication as a single
ingredient or in combination. Either way. the active ingredient has previously been approved
for that indication. and no user fee can be required.

FDA's interpretation of the starute is not only incorrect, it also creates considerable
potential for confusion and unfairness. As FDA itself recognizes. it can collect at most one
user fee in this siruation. because once the first NDA is approved. no one else owes a user fee.
But how will this work in practice? User fees are payable at the time NDAs are submirted.
and because most applications for NDAs for levothyroxine will be submitted before the first
one is approved, almost every applicant will have to send a check. Then what will FDA do?
How will it decide which application to approve first. knowing that only that one applicant will
have to pay? Will the unlucky loser have any right to object to having lost? Does FDA pian
to cash all the checks and deprive applicants of the use of their money (a considerable sum -
$272.282 in FY1999) while review is pending? Or will it put the checks in escrow pending a
decision on who owes and who doesn’t> How long will it take to make refunds?

Exclusivity _

The section on exclusivity is correct in noting that five year exclusivity is not available
to levothyroxine products because the active moiety has been previously approved as an active
-~ ingredient in two NDAs. The section errs. however. in leaving open the possibility that three
year exclusivity may be available for applications that contain reports of “new clinical
investigations™ that are “essential” 1o the approval of the application. As the Notice stated.
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and as the draft guidance reiterates. published literature supports the safety and efficacy of
levothyroxine sodium. Accordingly, new clinical srudies are not essential, and no three year
exclusivity can antach. FDA should say so.

Therapeutic Equivajence Issues

In suggesting that an applicant can submit as part of its NDA a bioequivalence study
comparing its levothyroxine product o one previously approved, FDA seems to be creating an
unlawful procedure for ANDAs. As Knoll has explained in its Citizen Petition on Scheduling
and Procedure, a copy of which is attached hereto and incorporated herein by reference, the
Act and FDA'’s implementing regulations do not permit the submission and receipt of an
ANDA until there is a reference drug listed in the Orange Book, a step which can occur only
after approval of an NDA for the drug. Any procedure that allows or resuits in simuitaneous
submission of an NDA and an ANDA before FDA approval of the first NDA for levothyroxine
sodium contravenes these explicit statutory and regulatory requirements. FDA cannot fix this
illegality by pretending that the ANDA does not exist until the time it approves the first NDA.

Perhaps this section is not intended to provide for the submission of ANDAs as such,
but rather for the submission in an NDA of bioequivalence data which could result in an AB
rating for two NDA-ed products. No such procedure is specified anywhere in the Act, FDA's
regulations, or the Preface to the Orange Book (to which FDA generally but vaguely alludes).
If Section 1.10 of the Orange Book does imply any means of making two NDA-ed drugs AB to
each other (and it does not really seem to). it seems to suggest that before that can happen,
both must be approved and listed in the Orange Book (as BX); only then can one of them seek
an “upgrade” by submission of a bioequivalence study to the other listed drug. In any event,
announcing important changes to FDA’s past practice, changes which will have significant
effects on the regulated industry as well as consumers, must be done by notice and comment
rulemaking, not by casual assertions of authority in a guidance.

In addition, although Section 1.10 contemplates that changes in ratings of a single
product from BX to AB will not ordinarily be the subject of notice and comment, the questions
of bioequivalence or bioinequivalence of levothyroxine products have been so vexed for so
long® that notice and comment is surely not only appropriate but necessary in this area. As
FDA is aware, numerous studies have purported to show that one or more LT4 products are or
are not bioequivalent or bioinequivalent. These studies are not of uniform design, and there is
little or no agreement on the appropriate or desirable design of such stdies. Indeed, FDA
itself has been of two different minds on the subject of whether one design, the Berg-Mayor

S
* -
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9. See, e.g., Leonard Wartofsky, Bioequivalence of Levothyroxine Preparations:
Shortcomings and Implications of a Recently Published Study, The Endocrinologist 1997:

7:322-333 (copy anached).
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model. is appropriate for bioinequivalence and bioavailability studies.'” Many other issues
have also evoked considerable debate, for example. whether it is better to study LT4
bioequivalence in athyreotic subjects or in subjects with functioning thyroids, and, if the latter,
how to make sure that changes in thyroid output during the study are not confounding. And
because. as FDA has recognized, levothyroxine sodium is a narrow therapeutic index drug,
Notice at 43538, relatively small differences berween two products that might be acceptable in
other drugs could have health consequences for patients with thyroid disease. Still another
important issue is the desirability of assessing individual bioequivalence using replicate
designs. See FDA Draft Guidance for Industry on Average, Population, and Individual
Approaches to Establishing Bioequivalence, 64 Fed. Reg. 48842 (Sept. 8, 1999), and FDA
Draft Guidance for Industry on BA and BE Studies tor Orally Administered Drug Products -
General Considerations, 64 Fed. Reg. 48409 (Sept. 3. 1999).

Knoll believes, therefore, that FDA should not consider bioequivalence studies of
levothyroxine products until some sort of iterative public process, preferably beginning with
the issuance of a draft guidance for public comment. allows the medical; pharmacy, consumer,
and manufacturing communities the opportunity to work with FDA to reach consensus on the
considerations which should govern LT4 bicequivalence determinations and the kinds of
studies which best satisfy the consensus.

Stability

This section seems to suggest that the NDA must include 6 months’ accelerated data if
24 month expiration dating is requested. or. at 2 minimum. 3 months' accelerated data. For
products such-as Synthroid which have been marketed for many years, real time stability data
at 25°C, collected pursuant to FDA's GMP requirements, are available to support expiration,
and FDA has in fact reviewed and accepted such data as part of its inspections, including the
most recent inspection. Furthermore, accelerated stability data have not been a good predictor
of room temperature stability for levothyroxine formulations because potency loss at elevated
temperatures has not translated to potency loss under room temperature conditions. Knoll
therefore asks FDA to confirm that real time data are acceptable, and that acceierated data are
not required if real time data are available.

Overage } _

In this section. FDA declares point blank that stability overages are impermissible, but
cites no references and gives no reasons. Knoll does not believe that a stability overage is
prohibited by the USP monograph for levothyroxine sodium, FDA’s regulations on Good

10. See Knoll's comments on FDA Draft Guidance for Industry on In Vivo Pharmacokinetics
and Bioavailability Studies and In Vitro Dissolution Testing for Levothyroxine Sodium
Tablets. Docket No. 99D-1149, Leuer from Nancy L. Buc to Dockets Management Branch.
August 2. 1999, at 3. A copy of this lenter. without atachments, is artached. '
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Manufacturing Practices, or any other published source. USP, in fact. clearly permits
overages, both as a general matter and in connection with levothyroxine in particular. Thus, in
the General Notices and Requirements section, USP advises that:

Where the content of an ingredient is known to decrease with
time, an amount in excess of that declared on the {abel may be
introduced into the dosage form at the time of manufacture to
assure compliance with.the content requirements of the
monograph throughout the expiration period. "

Likewise, the USP monograph for levothyroxine sodium tablets provides that the tablets must
contain “not less than 90.0 percent and not more than 110.0 percent of the labeled amount™ of
LT4. FDA's own GMP regulations are not to the contrary. They provide that batches shall be
formulated with “the intent to zprovidc not less than 100 percent of the labeled or established
amount of active ingredient,”'* but are silent on providing over 100 percent. Knoll therefore
questions the procedural permissibility of FDA’s purporting to create a GMP or NDA
requirement without explaining its reasons for wanting to do so and allowing an opportunity
for comment. Nor does Knoll believe that the presence of a stability overage necessarily
creates any problems, and it therefore questions the need for such a pronouncement.

Relationship of Draft Guidance to Knoll's Citizen Perition on Scheduling and Procedure

Many of the issues discussed in the draft guidance were raised in Knoll's Citizen
Petition on Scheduling and Procedure. Knoll reminds FDA that the agency is obligated to
respond to its Citizen Petition, and that even final guidances, much less draft guidances. do not

obviate this requirement.
Sincerely,

Rt (. 4 Shaneatln g

Robert W. Ashworth, Ph.D.
APPEARS THIS WAY Director, Regulatory Affairs
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Steven J. Goldberg

Associate General Counsel
.. ) Product and Trade Regulation

11. United States Pharmacopeial Comenuon Inc.. United States Pharrnacopem 23 - National
Formulary 18, at 3 (1995).

12. 21 C.F.R. § 211.101(2).




